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AB The invention is related to the preparation of carbazoles I [Het = 

(un) substituted aromatic or partially unsatd. (dihydro or tetrahydro) mono or 
bicyclic 5-11 membered heterocycle containing 1-4 heteroatoms selected from N, 
0 or S; R = 3-amino-4- (aminocarbonyl)phenyl, 3-amino-lH-indazol-6-yl , 
3-amino-l , 2-benzoxazol-6-yl , etc.], and their tautomers and stereoisomers, 
and their mineral and organic acid and base addition salts, and their prodrugs, 
and to their use as inhibitors of the activity of the protein chaperone 
Hsp90, and more particularly their use as inhibitors of the catalytic 
ATPase activity of Hsp90 for treating cancer and other proliferative 
disorders. Thus, reacting Me 9H-carbazole-4-carboxylate (preparation given) 
with 2-bromo-4-f luorobenzonitrile, followed by amination of the bromide 
with trans-4-aminocyclohexanol, saponification of the Me ester, amidation of 

the 

acid with 4-f luoro-o-phenylenediamine, cyclization in the presence of AcOH 
at reflux and conversion of the nitrile to amide with an aqueous solution of 

H202 

gave II. Selected I had IC50 in the range of 1 (xM to 10 nM for the 
inhibition of Hsp82 ATPase activity. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [X, Y = H, halo, nitro, etc.; R1-R3 = H, halo, aliphatic 

radical, etc.; R5 = H, aliphatic radical or -A-CO-NRlORll ; R6-R9 = H, aliphatic 
radical, cyano, etc.; A = -CHR18 or -CHR18-CH2-; RIO = H or aliphatic 
radical; Rll = aliphatic radical, cycloaliph. radical, aryl radical, etc.; 
R18 = H or aliphatic radical] or stereoisomers (preferably enantiomers or 
diastereomers) , racemates, mixts. of at least two of stereoisomers 
(preferably enantiomers or diastereomers, in any mixing ratio) , salts 
(preferably physiol. acceptable salts), or solvates thereof were prepared 
Thus, a multi-step synthesis of compound II [R = OH; Z = -CO-], starting 
from 3-aminof luoren-9-one, was given. In Neuropeptide Y5 (NPY5) binding 
assays, the IC50 value of compound II [R = H; Z = -N(Et)-] (III) was 23.7 
nM. Compds. I are claimed useful for the treatment of obesity, anorexia, 
etc. Pharmaceutical composition comprising compound III is disclosed. 
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AB The metabolic stability of benzoxazinone derivs., a potent series of NPY 



Y5 antagonists, has been investigated. This study resulted in the 
identification of the structural moieties prone to metabolic 
transformations and which strongly influenced the in vitro half-life. 
This provides opportunities to optimize the structure of this new class of 
NPY Y5 antagonists. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT 



AB The present invention relates to an active substance combination 

comprising at least one compound I [R1-R4 = H, halo, alkyl, etc.; R5 = H, 
alkyl, (un) saturated cycloalkyl; R6-R9 = H, alkyl, (un) saturated cycloalkyl, 

etc . ; 

A = CHR18, CHR18CH2; B = alkyl, (un) saturated cycloalkyl, etc.; RIO = H, 
alkyl, (un) saturated cycloalkyl, etc.; Rll = alkyl, (un) saturated cycloalkyl, 
etc.; NRlORll = (un) saturated heterocyclyl ; R18 = H, alkyl, (un) saturated 
cycloalkyl, etc.] with neuropeptide Y-receptor affinity, preferably 
neuropeptide Y5-receptor affinity, and at least one compound with 5-HT6 
receptor affinity (such as II [Rl = H, alkyl, Ph, CH2PH; R2 = NR4R5, 
(un) saturated (hetero) cycloalkyl, etc.; R3 = H, alkyl; R4, R5 = H, alkyl; or 
NR4R5 = (un) saturated heterocyclyl; A = (un) substituted (hetero) aryl ; n = 

0- 4]), a medicament comprising said active substance combination, and the 
use of said active substance combination for the manufacture of a medicament. 
Synthesis of amides I and sulfonamides such as II is described in 
examples. E.g., a multi-step synthesis of III.HCl, starting from 

1- (tert-butoxycarbonyl ) -4-piperidinone and Me anthranilate, was given. 
The amides I and sulfonamides such as II were tested against neuropeptide 
Y5 and 5-HT6 binding (data given for representative compds . ) . 
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AB Title compds . represented by the formula I [wherein m = 0-4; n = 0-3; p = 
0-4; R1-R4 = independently H, halo, 0R8, etc.; R5 = H, (cyclo) aliphatic 
radical; R6-R8 = independently H or prodrug-moiety ; and physiol. 
acceptable salts or solvates thereof] were prepared as neuropeptide Y5 
(NPY5) ligands (no data). For example, I (Rl = OH, R2-R4 = H, R5 = Me, m 
=1, n = p = 0) was given in a multi-step synthesis starting from the 
reaction of 3-amino-9-methyl-9H-carbazole with chloroacetyl chloride. 
Thus, the title compds. are useful as NPY5 ligands in the treatment of 
obesity for humans or animals. 
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AB Title compds. [I; R1-R4 = H, halo, N02, cyano, (substituted) (unsatd.) 
aliphatyl, (hetero) cycloaliphatyl, aryl, heteroaryl, etc.; R5 = H, 
(substituted) (unsatd.) aliphatyl, cycloaliphatyl; R6-R9 = H, cyano, 
(substituted) (unsatd.) aliphatyl, (hetero) cycloaliphatyl, etc.; A = 
CHR18, CHR18CH2; B= (substituted) (unsatd.) aliphatyl, cycloaliphatyl, 
etc.; RIO = H, (substituted) (unsatd.) aliphatyl, (hetero) cycloaliphatyl, 
aryl, heteroaryl, etc.; Rll = (substituted) (unsatd.) aliphatyl, 
(hetero) cycloaliphatyl, aryl, heteroaryl, etc.; RlORllN = (substituted) 
(aromatic) heterocyclyl ; R18 = H, (substituted) (unsatd.) aliphatyl, 
(hetero) cycloaliphatyl, aryl, heteroaryl, etc.], were prepared Thus, 

1- ( 4-methyl-2-hydroxymethylphenylamino) piper idine dihydrochloride, 

2- chloro-N-phenylacetamide, and K2C03 were stirred together overnight in 
DMF to give 63% 4- [ 2- ( 2-hydroxymethyl-4-methylphenylamino ) piperidin-l-yl ] - 
N-phenylacetamide. Tested I showed NPY5 binding with IC50 = 40.1-80.9 nM. 
I are useful for the regulation of disorders of food ingestion, such as 
obesity, anorexia, cachexia, bulimia or type II diabetes, for the 
prophylaxis and/or treatment of disorders of the peripheral nervous 
system, disorders of the central nervous system, anxiety, depression, 
cognitive disorders, preferably memory disorders, cardiovascular diseases, 
pain, epilepsy, arthritis, hypertensive syndrome, inflammatory diseases, 
immune diseases and other NPY5 mediated disorders. 
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L4 ANSWER 6 OF 6 CAPLUS COPYRIGHT 2009 ACS on STN 
IT 844642-92-8P 844642-93-9P 844642-95-lP 

845554-07-6P 845554-08-7P 845554-09-8P 

845554-10-lP 845554-11-2P 845554-12-3P 

845554-13-4P 845554-14-5P 845554-15-6P 

845554-16-7P 845554-17-8P 845554-35-OP 

845554-85-OP 845554-98-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(claimed compound; preparation of phenylaminopiperidinylacetamides and 

related 

compds. as neuropeptide Y5 ligands for the treatment of obesity) 
RN 844642-92-8 CAPLUS 

CN 1-Piperidineacetamide, N- (9-ethyl-9H-carbazol-3-yl) -4- [ [3-hydroxy-2- 
( hydroxymethyl) phenyl] amino] - (CA INDEX NAME) 




RN 844642-93-9 CAPLUS 

CN 1-Piperidineacetamide, N- ( 9-ethyl-9H-carbazol-3-yl ) -4- [ [ 4-hydroxy-2- 
( hydroxymethyl) phenyl] amino] - (CA INDEX NAME) 




RN 844642-95-1 CAPLUS 

CN 1-Piperidineacetamide, N- ( 9-ethyl-9H-carbazol-3-yl ) -4- [ [ 2-hydroxy-6- 
( hydroxymethyl) phenyl] amino] - (CA INDEX NAME) 




RN 845554-07-6 CAPLUS 

CN 1-Piperidineacetamide, N- ( 9-ethyl-9H-carbazol-3-yl ) -4- [ [ 2- 
( hydroxymethyl) phenyl] amino] - (CA INDEX NAME) 



Et HO-CH2 

yy NH-C-CH2 N.,^^ 

RN 845554-08-7 CAPLUS 

CN 1-Piperidineacetamide, 4- [ [ 4-chloro-2- (hydroxymethyl ) phenyl ] amino] -N- ( 9- 
ethyl-9H-carbazol-3-yl)- (CA INDEX NAME) 




CI 



RN 845554-09-8 CAPLUS 

CN 1-Piperidineacetamide, N- (9-ethyl-9H-carbazol-3-yl) -4- [ [ 2- (hydroxymethyl ) - 
4-methylphenyl] amino]- (CA INDEX NAME) 




RN 845554-10-1 CAPLUS 

CN 1-Piperidineacetamide, N- (9-ethyl-9H-carbazol-3-yl) -4- [ [4-fluoro-2- 
( hydroxymethyl) phenyl] amino] - (CA INDEX NAME) 




RN 845554-11-2 CAPLUS 

CN 1-Piperidineacetamide, N- ( 9-ethyl-9H-carbazol-3-yl ) -4- [ [ 2- (hydroxymethyl ) - 
6-methoxyphenyl] amino]- (CA INDEX NAME) 




RN 845554-12-3 CAPLUS 

CN 1-Piperidineacetamide, 4- [ [4, 5-dif luoro-2- (hydroxymethyl)phenyl] amino] -N- 
(9-ethyl-9H-carbazol-3-yl)- (CA INDEX NAME) 



Et 




RN 845554-13-4 CAPLUS 

CN 1-Piperidineacetamide, 4- [ [3-chloro-2- (hydroxymethyl ) phenyl ] amino] -N- (9- 
ethyl-9H-carbazol-3-yl)- (CA INDEX NAME) 




RN 845554-14-5 CAPLUS 

CN 1-Piperidineacetamide, 4- [ [2- (hydroxymethyl)phenyl] amino] -N- (9-methyl-9H- 
carbazol-3-yl)- (CA INDEX NAME) 




RN 845554-15-6 CAPLUS 

CN 1-Piperidineacetamide, 4- [ [2- (hydroxymethyl) -6-methylphenyl] amino] -N- (9- 
methyl-9H-carbazol-3-yl)- (CA INDEX NAME) 




Me 



RN 845554-16-7 CAPLUS 

CN 1-Piperidineacetamide, 4- [ [4-chloro-2- (hydroxymethyl)phenyl] amino] -N- (9- 
methyl-9H-carbazol-3-yl)- (CA INDEX NAME) 




RN 845554-17-8 CAPLUS 

CN 1-Piperidineacetamide, 4- [ [2- (hydroxymethyl ) -4-methylphenyl ] amino] -N- (9- 
methyl-9H-carbazol-3-yl)- (CA INDEX NAME) 




RN 845554-35-0 CAPLUS 

CN 1-Piperidineacetamide, 4- [ [4-bromo-2- (hydroxymethyl)phenyl] amino] -N- (9- 
et]iyl-9H-carbazol-3-yl)- (CA INDEX NAME) 




RN 845554-85-0 CAPLUS 

CN 1-Piperidineacetamide, N- ( 9-etliyl-9H-carbazol-3-yl ) -4- [ [ 2- (liydroxymetliyl ) - 
3-methoxyplienyl] amino] - (CA INDEX NAME) 




^ OMe 



RN 845554-98-5 CAPLUS 

CN 1-Piperidineacetamide, N- ( 9-ethyl-9H-carbazol-3-yl ) -4- [ [ 2- (hydroxymethyl ) - 
6-methylphenyl] amino]- (CA INDEX NAME) 




845525-15-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of phenylaminopiperidinylacetamides and related compds . as 

neuropeptide Y5 ligands for the treatment of obesity) 

845525-15-7 CAPLUS 

1-Piperidineacetamide, N- ( 9-ethyl-9H-carbazol-3-yl ) -4- [ [2- (hydroxymethyl) - 
6-methylphenyl] amino]-, hydrochloride (1:2) (CA INDEX NAME) 




#2 HCl 



